Peptic ulcer disease is the most common cause of acute gastrointestinal bleeding, followed by variceal bleeding, Mallory-Weiss syndrome, and malignancy. On the contrary, acquired hemophilia A is a very rare hemorrhagic disease, which usually manifests with musculocutaneous bleeding, caused by autoantibodies against coagulation factor VIII. A 78-year-old man presented to the Emergency Department with melena. Dieulafoy's lesions were observed on esophagogastroduodenoscopy, and endoscopic cauterization was performed. However, the patient complained of back pain and symptoms indicative of upper gastrointestinal bleeding. Abdominopelvic computed tomography was performed, and hematoma in the psoas muscle was detected. Antibodies against coagulation factor VIII were confirmed with a blood test, and the diagnosis of acquired hemophilia A was made.
IntroductIon
The most common cause of acute upper gastrointestinal tract bleeding is peptic ulcer, and this may also occur due to variceal bleeding, Mallory-Weiss syndrome, or a malignant disease. [1] [2] [3] However, upper gastrointestinal bleeding caused by acquired hemophilia A (AHA) has been reported very rarely worldwide. 4 AHA is a rare disease that shows hemorrhagic tendencies due to autoimmune antibodies resistant to coagulation factor VIII (FVIII), and it occurs at a rate of 0.2-1 per million people. 5, 6 The most common first symptom of AHA is hemorrhage in the skin and muscles. The mortality rate is 7.9%-22%, and patients with such disease die within the first week after the first symptoms develop. [7] [8] [9] We report a case and literature review of a patient with AHA who presented with upper gastrointestinal hemorrhage.
cAse report
A 78-year-old man was admitted with a chief complaint of black stool. Ten days prior to his recent hospitalization, the patient was admitted to a nearby hospital with the same complaint. Esophagogastroduodenoscopy (EGD) was performed, and hemostatic procedures were done three times because of exudative hemorrhage and a Dieulafoy's lesion in the lesser curvature of the antrum and upper body of the stomach (Fig.  1 ). Melena was observed during digital rectal examination at the time of admission, and fresh red-colored blood was noted in gastric lavage via a nasogastric tube. The patient has been taking medications for hypertension, heart failure, and asthma, excluding anticoagulants or antiplatelet medications. He was a non-smoker and non-alcoholic.
At the time of visit, no symptoms other than the main complaint was noted during a systems review. Upon physical examination, he had an acute ill-looking appearance, and the conjunctiva and skin were slightly pale. There was no scleral jaundice and liver or spleen enlargement. His blood pressure was 110/70 mm Hg, pulse rate was 98 times/min, respiratory rate was 20 times/min, and body temperature was 38.6°C. Chest X-ray revealed no abnormalities, and the electrocardiogram showed sinus tachycardia.
Laboratory tests were conducted. Peripheral blood tests evaluated the leukocyte (19,570/mm 3 ) and platelet count (205,000/mm 3 ) and hemoglobin level (5.8 g/dL). Biochemical tests included measurement of aspartate aminotransferase (17 mg/dL), alanine aminotransferase (46 mg/dL), total protein (4.1 g/dL), albumin (2.2 g/dL), total bilirubin (1.0 mg/dL), serum sodium (135 mEq), and serum potassium (3.7 mEq/L) levels. Blood urea nitrogen (41 mg/dL), creatine (1.24 mg/dL), C-reactive protein (11.89 mg/dL) levels were all elevated. The prothrombin time (PT) was 15.4 seconds, and the activated partial thromboplastin time (aPTT) was 49.8 seconds, both of which were prolonged.
Since disseminated intravascular coagulation (DIC) due to repeated bleeding was suspected, the patient underwent an EGD based on the findings of melena and hemoglobin decline. Vascular formation was observed in the lesser curvature of the mid-body of the stomach, and argon plasma hemostasis was done ( Fig. 2 ). On day 3 of admission, the hemoglobin level decreased, and follow-up EGD was performed. Argon plasma hemostasis revealed oozing bleeding in the upper body of the stomach (Fig. 3) . The patient complained of back pain, and a bruise was observed on the right flank ( Fig. 4 ). Computed tomography revealed a hematoma approximately 7 cm in size in the right psoas muscle (Fig. 5 ). On day 4 of admission, 
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650 cc of melena was noted. Hence, EGD was performed. Results showed the presence of a gastric ulcer directly below the esophagogastric junction. An epinephrine solution was injected around the ulcer. On day 5, the patient complained of 200 cc of melena, and the hemoglobin level declined. Surgery was performed on the seventh day to achieve surgical hemostasis. At the time of surgery, there was no source of bleeding except on the area just below the esophageal junction. On the day following surgery, exudative hemorrhage from the surgical wound and 350 cc of black stool were observed. Hemoglobin level was reduced to 6.0 g/dL, PT was prolonged to 14.9 seconds, and aPTT was prolonged to 55.4 seconds. PT was corrected in the plasma mixing test; however, the aPTT was not corrected. In the additional test, antibody against blood coagulation FVIII (2.52 BU) was observed. Based on this test, the patient was diagnosed with AHA and bleeding. Then, he was transferred to the Hematology Department, and recombinant activated FVIII was administered. Consequently, the bleeding seemed to stop. Nonetheless, he refused recombinant activated FVIII because of the cost burden, and he died of shock on the 16th day of admission despite continued supportive care.
dIscussIon
The cause of acute upper gastrointestinal bleeding varies, but the most common cause is peptic ulcer (28%-59%). 1 Non-steroidal anti-inflammatory drugs and Helicobacter pylori are independent risk factors for peptic ulcer and bleeding peptic ulcer. Additionally, chronic diseases such as cytomegalovirus, Crohn' s disease, cirrhosis, chronic renal failure, and medications such as steroids, bisphosphonates, and fluorouracil can cause peptic ulcers. 10, 11 Despite endoscopic treatment, rebleeding occurred in 20%-22% in patients of peptic ulcer bleeding. 12, 13 The mortality rate of bleeding peptic ulcer was reported to be 2.4%-5.5%, and the risk of death was higher among patients who were elderly and had hypertension, shock, and comorbidities. 1, 14, 15 Moreover, upper gastrointestinal bleeding may occur due to variceal bleeding, Mallory-Weiss syndrome, and malignant disease. Upper gastrointestinal bleeding due to AHA has rarely been reported worldwide. [2] [3] [4] AHA is a disease that has hemorrhagic tendencies caused by autoimmune antibodies resistant to coagulation FVIII, and it rarely occurs (0.2-1 per million people). 5, 6 It occurs idiopathically in more than half of the cases and is also associated with malignancy, autoimmune disorders, infection, and certain medications. 5 The mortality rate is 7.9%-22%, and the patients usually die within the first week after the appearance of the first symptom. 7, 8 The most common first symptom of AHA is hemorrhage in the skin and muscles. Spontaneously progressive posterior peritoneal hematoma or gastrointestinal bleeding is uncommonly reported. 9 Clinical suspicion is raised because this is a very rare disease that may be suspected if prolongation of the aPTT without prolongation of PT is seen in patients with bleeding. 16 If prolonged aPTT is normalized by a mixing test, hemophilia can be diagnosed. 17 In patients with AHA, when bleeding occurs, recombinant FVIII or activated prothrombin complex concentrates may be administered; however, these may not be effective in patients with high antibody titers. 5, 18 The patient in this case report presented with a black stool. He had a history of hypertension but no history of medication use that could cause upper gastrointestinal bleeding. 10, 11 During an esophagoduodenoscopy, the common causes of upper gastrointestinal bleeding (peptic ulcer, varices, Mallory-Weiss syndrome, and malignant diseases) were not observed. 3 Unlike the usual upper gastrointestinal bleeding, bleeding occurred repeatedly despite endoscopic hemostasis. 10 The patient underwent surgical treatment to manage the uncontrolled bleeding, and the bleeding focus was not clear at the time of surgery. PT and aPTT were prolonged simultaneously in the laboratory test. However, the aPTT was more prolonged than the PT, and the antibody to blood FVIII was confirmed. 16 The first symptom in AHA is usually bleeding of the soft tissue; however, upper gastrointestinal bleeding is suspected to be the first manifestation of AHA in this patient. 9 There was no history of liver disease and warfarin use, and repeated bleeding before admission was noted. Hence, the prolongation of PT and aPTT was considered to be caused by DIC. 19 Thus, the diagnosis of AHA was delayed. Furthermore, for this reason, surgical treatment was performed to control hemorrhage, without requiring plasma exchange to reduce the antibodies before surgery. This was considered to be the cause of continued bleeding from the surgical wound. 20 The patient was old; hence, no further treatment was conducted, and his prognosis was poor.
AHA is a very rare disease, and it is difficult to suspect it at first visit. 5 However, considering hemophilia as an exclusive diagnosis in patients with sporadic hemorrhage and prolonged aPTT may increase the likelihood of diagnosis, avoid unnecessary treatments, and advance the appropriate treatment. Similarly, it may affect the patient prognosis. For this reason, we report this case of a patient with AHA due to upper gastrointestinal bleeding.
